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CLAIMS 



A. A compound of the Formula I 

A 





ru 



m 



i.3 



Formula 1 

5 wherein: 

R 1 is selected from H; -Ci^alkyl; -C^-Ci^alkyl; -CO-O-Cj^alkyl; 
-CO-0-C2-4aIkenyl; -C^alkylene 



-COl 



R 4 R 5 (wherein R 4 and R 5 are independently 



selected from H and C^alkyl); -C^alkVlene-COOR 6 (wherein R 6 is selected from H and 
Ci_4alkyl); -C] _3alkyiene-Ph and -CO-0(CId 2 )„Ph wherein the phenyl groups in -C,. 
10 3 alkylene-Ph and -CO-0(CH 2 )„Ph are optionally substituted by R a and/or R b and Ra and Rb are 
independently selected from Ci_4alkyl, halogen.Yydroxy, Cj^alkoxy, Cj^alkanoyl, 
Ci_4alkanoyloxy, amino, Ci^alkylamino, di(Ci4^kyl)amino, C^alkanoylamino, nitro, 
cyano. carboxy, carbamoyl, Ci^alkoxycarbonyl, thiol, Ci^alkylsulfanyl, 

Ci^alkylsulfinyl.Ci^alkylsulfonyl and sulfonamido; knd n=0-4; 

2 \ 
15 R is selected from H; -C^alkyl; -COCj^alkyl; and -COOCi^alkyl; and 

-Ci_3alkylene-Ph optionally substituted on the phenyl ringW R a and/or R b ; 

R 3 is selected from H; OH; CN; CF3; NO2; -C1-4 alkyl; -Chalky lene-R7; 

-C^alkenylene-R 7 ; -C^alkynylene-R 7 ; R 7 ; OR 7 (where R 7 is selected from phenyl, naphthyl, 

a 5-10 membered monocyclic or bicyclic heteroaryl ring containing upto 5 heteroatoms 

20 selected from O.N and S and any aryl ring in R is optionally substituted by R" and/or R b ); 
C 2 _4alkenyl; halogen; -CCH 2 ) n COOR 8 (where n' = 0-3 and R 8 represents H, C^alkyl, or 
C2^alkenyl); -CONR 9 R 10 (where R 9 and R 10 independendy represeniH, C^alkyl, 
C2^alkenyl, -O-C^alkyl, -0-C2^alkenyl or -C 1.3 alky lenePh (whereinSPh is optionally 
substituted by R" and R b as hereinabove defined);-CON(R 1 ^OR 12 (where R 1 1 and R 12 

25 independently represent H, Ci_4alkyl or C 2 ^alkenyl); 

a group of Formula II: -CONR 13 -CR ,3 »R 14 -COOR 17 (where R 13 and R ,3a areVndependently 
H or Ci_4alkyl, R 17 is H or Ci_$alkyl, R 14 is selected from the side chain of a lipophilic 
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amino acid, carbamoylCi^alkyl, N-(monoCi^alkyl)carbamoylCi-4alkyl and N-(diCi- 
4alkyl)carbamoylCi-4alkyl) the group of Formula II having L or D configuration at the chiral 
JQ Y alpha carbon ir^the corresponding free amino acid; a lactone of formula: 



At: 



pl3 // 



I'll 



:: 

m 

j: =5 

* J 



Cj^alkyl monosubstituted onxrarbon with =N-OH; 

a group of Formula -X-R 15 (whefce X is selected from O, CO, CH2, S, SO, SO2 and R 1 5 is 

selected from C^galkyl, phenyl, naphthyl, a 5-10 membered monocyclic or bicyclic 

heteroaryl ring containing upto 5 heteroatoms selected from 0,N and S and any aryl ring in 

10 R 15 is optionally substituted by R a and/o^ T?b ' 

3 

p is 0-3 in which R values can be the samew different; 

L is a linking moiety selected from the following groups written from left to right in 
Formula I: 



O 

N — ^ 



\ ° 



15 (wherein the piperazine and perhydro-l,4-diazepine rings afce optionally substituted); 

-CO-NR 16 -; -CH2-NR 16 - ; -CH 2 S-; -CH 2 0-; -CH 2 .CHR 1 ^CH=CR ,6 - ; -CH 2 NRI6-T-; 

-CH 2 NRJ6.S0 2 -; -CH2-NRI6.CO-TI-; -CO-NR ,6 -T-; -CH 2 S-T-;S 

selected from H, C^alkyl, Ci^alkylene-Z 5 -CO-Ci^alkylene-ZVcO-Ci-6alkyL -COZ, Z 

and Z is selected from -O-Cj^alkyl, phenyl, naphthyl, a 5-10 membered monocyclic or 
20 bicyclic heteroaryl ring containing upto 5 heteroatoms selected from 0,^N and S and any aryl 

ring in R 1 ^ is optionally substituted by R a and/or R b as hereinabove define 

where, T represents -(CH2)m- where m is 1-4 and T is optionally monosubstituted with any 

value of R 16 other than H; and 

where T 1 represents -(CH2)m'- wherein m 1 is 0-4 and T is optionally monosubstiujted with 
25 any value of R 16 other than H); 
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A is selected frfcm phenyl; naphthyl; a 5-10 membered monocyclic or bicyclic heteroaryl ring 
^^^containing upto S^eroatpms where the heteroatoms are independently selected from O, N & 

or a -S-S- dimer thereof wfifenR^H; or a N-oxide thereof; 
5 or a pharmaceutical ly acceptable^k, prodrug or solvate thereof. 

12. A compound accordin^^laim 1 wherein L is -CH 2 N(R»6)- or -CH 2 N(RI6)T-. 
3 A compound acconJmg^to either claim 1 or claim 2 wherein A is phenyl or naphthyl. 
4. A con%pound according to claim 1 of the formula (III): 



10 



CH^ 




CONH- 




COOX J 



Formula III 

wherein: 

X 1 is selected from H; Ci-6alkyl^ydroxyCi-6alkyl, Ci_6alkoxyCi-6alkyl; Ci- 

6alky lcarbonyl; hydroxyC 1 -6alkylcarbonyl; C i -6alkoxyC 1 -6aIkylcarbonyl; 

15 A is selected from phenyl, naphthyl or\ 5-10 membered heterocyclic ring having upto 5 

heteroatoms selected from O, N and S; 
2 . 

X is selected from H; phenyl; phenylCK&i&^ a 5-6 membered heteroaryl ring containing 

upto 3 heteroatoms selected from O, N and S optionally linked to A by Ci-6*lkyl; and X 2 is 

optionally substituted on any ring by R a and/or R\as defined in claim 1; 

20 X is selected from H; Ci-6alkyl; 
4 

X is selected from Ci-6alkylsulfanyl; Ci^alkylsulfibyl; Ci-6alkylsulfonyl; carbamoyl: N- 
(Ci^alkyl)carbamoyl; N-(diCi_6alkyl)carbamoyl; and hvdroxy or a Ci-4alkyl ether thereof; 
or a N-oxide pharmaceutically-acceptable salt, prodrug oKsolvate thereof. 
5. A compound according to claim 1 of the formula (IV/v 

25 
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CHn 



-N (CH 2 ) K2 




(R 3 )r 



H 



Formula IV 



wherein: 

X 5 is selected from Ci^alkyloxyC M aIkyH -C M alkylPh; -CO-C i -4alky 1-Ph; -CO-Ci-6alkyI; - 
CO-Ci-4alkyl-heteroaryl\vhere heteroaryl is a 5-10 membered heteroaryl ring containing 
5 upto 5 heteroatoms selected from O, N and S and Ph or heteroaryl are optionally substituted 
by R a and/or R b as defined in cl^im 1 ; 
C i -4alkyloxyC i _4alkyl; 

A is naphthyl or a 10 membered heteroaryl ring having upto 5 heteroatoms selected from O, N 

and S; 
3 

10 R and p are as defined in claim 1; 

or a N-oxide or a pharmaceutically-accept&ble salt, prodrug or solvate thereof 
6. A compound according to claim 1 of tfie^MBaula (V): 



H, 



6- 



(R J )r 



CH 



H 



2 N ( CH 2^ 1 ,2 

Formula V 



15 wherein: 



X has any value defined for X in claim 5; 

X is Ph optionally substituted by R a and/or R b as defined in cla^m 1 ; 
A is Ph or naphthyl or a 5-10 membered heteroaryl ring having up\g 5 heteroatoms selected 

from O, N and S; 
3 

20 R and p are as defined in claim 1 ; 

or a N-oxide, or a pharmaceutical^ acceptable salt, prodrug or solvate thereof . 



A compound < 



lula A: 
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0*4 




wherein: 



5 Xis OorH2; 
n is 0 or 1 ; 



tis 



1 to 4: 



2' 3' 4' 5' % 

R , R , R , and R are indepet 

heterocycle, -CO-NR 6 R 7 ' or -CO 



dently selected from: H; Ci_8alkyl, alkenyl, alkynyl, aryl, 



,6' 



10 1) 



15 2) 
3) 
4) 
5) 
6) 

20 7) 

8) 
9) 
10) 

11) 
25 12) 

13) 



, unsubstituted or substituted with one or more of: 
aryl or heterocycle, unsubstituteoSor substituted with: 
a. Ci_4alkyl, 



(CH 2 ) t OR 6 ', 
(CH2)tNR 6 'R 7 ', 



b. 

c. 

d. halogen, 

C3-6cycloaIkyI, 
6' 



OR 

SR 6 \ S(0)R 6 ', S02R 6 ', 

-nr 6 'r 7 ', 

-NR 6 \cO-R 7 ', 

-nr 6 '-co-nr 7 'r 8 ', 
-o-co-nr 6 'r 7 \ 



-O-CO-OR 6 ', 

-o-nr 6 'r 7 ', 

-S02NR 6 'r 7 ', 
-NR 6 '-S02-R 7 \ 
-CO-R 6 ', or 
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-CO-OR 



6' 



14) 

# and anfctwo of R 2 , R 3 , R 4 , and R 5 are optionally attached to the same carbon atom; 
^jp Y is aryl Jaeterocycle, unsubstituted or substituted with one or more of: 
^ ^+-^1 ) C 1 -4^ky 1, unsubstituted or substituted with: 



6 



i' 4 



a. 
b. 
c. 
d. 
e. 



L_4alkoxy, 
NR^ 13 ' ' 
C3-6cybipalkyl, 
aryl or het&pcycle, 
HO, 



10 2) 
3) 
4) 
5) 
6) 

15 7) 

8) 



aryl or heterocycle, 
halogen, 




NR 6 R 7 ' 
CN 

NO2, or 
CF 3 ; 



R , R and R are independently selected from: H; C\-4alkyl, C3-6cycloalkyK heterocycle, 
aryK aroyl, heteroaroyl, arylsuifonyl, heteroarylsulfonyl, unsubstituted or substituted with: 



20 a) 


Ci-4alkoxy, 


b) 


aryl or heterocycle, 


c) 


halogen, 


d) 


HO, 


e) 


-CO-R v , 


25 f) 


-S02R 9 , or 


g) 


NRR 1 , wherein 



6* 7* 
R and R may be joined in a ring, and 

R and R may be joined in a ring; 

30 R 9> is Ci-4alkyl or aralkyl; 

a pharmaceutical^ acceptable salt thereof. 
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^ 8. A conWund according to claim 1 wh io hn aa ny ono of th n fo ll owing individual * 
^ojnpottnde or apharmaceutically acceptable salt thereof: ^selee+ec/^fam ihejrpHp Consisting 

?^(2^-2-{2-ben2yl-5^is)-3-sulfanylpyn-olidin-2-ylmethylamino]-ben 
5 methylsulfanylbutyric afeid methyl ester ; 

(2^-2-{2-benzyl-5-[(cis)-^ulfanylpyrrolidin-2-ylmemylamino]-benzoylamino}-4- 
methylsulfanylbutyric acid ; 

(2^-2-({2-phenyl-5-[(cis)0-sulfanylpyrrolidin-2-yImethylamino]-phenylcarbpnyl}-a^ 
methylsulfanylbutyric acid methyl dster; 

1 0 (2S)-2-( {2-phenyl-5-[(cis)-3-sulfanylpyrrolidin-2-ylmethylamino]-phenylcarbonyl } -amino)-4- 
methylsulfanylbutyric acid; 

(2^-2-[(cis)-3-sulfanylpyiTolidin-2-ylmethy^amino]-naphthalene-l-carbonyl}-amino)-4- 
methylsulfanylbutyric acid methyl ester ; 

(2JD-2-({3-[(cis)-3-sulfanylpyrrolidm-2-yl^ 
15 methylsulfanylbutyric acid ; 

(2^-2<{-3-phenyl-5[(cis)0-sulfanylpyirolidin-2-ylme^ylainino]-phenylcarbonyl}-amino)-4- 
methylsulfanylbutyric acid methyl ester; 

(2^-2-({-3-phenyl-5[(cis)-3-sulfanylpyiTolidin-2-ylmethyla^ino]-phenylcarbonyl}-amino)-4- 
methylsulfanylbutyric acid; 

20 (cis)-2-[{N-(4-memoxyber^l)-Ji-(naphmalen-l-yImethylamino\memyl]-pyn-olidin 
thiol ; 

NKnaphmalen- 1 -ylmemyl)-N-[(cis^^ 

N<naphmalen-l-ylmemyl)-N4(cis)-3-su^ 
acetamide ; 

25 N-[(cis)-3-sulfanyl-pyrrolidin-2-yl^^ e\hyl)butyramide ; 

N-[(cis)-3-sulfanyl-pym>lidin^^ 
acetamide ; 

(cis)-2-{ [(3-methoxypropyl)-(2-naphthalen-l -ylethyl)amino]methyl}- pyrrolidine-3\thiol; 
M-[(cis)0-sulfanyl-pyrrolidm-2-ylm 
30 ethyl)-acetamide; 
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Lf* (cis)-2v^[(2-(4-methoxyphenyI)ethylH2-naphthalen- 1 -y lethyl)amino] methyl } - pyrrolidine-3- 
ol; 

N-(2,2^ipheiM^thyl)-N-[(cis)0-sulf^ ; 
N-[(cis)-3-sulfai^pyiTol^ 
5 butyramide; 
N-(2,2<liphenyl^thyl)-^[^ 
(2S0-2-{3-[(cis)O-sulfanyl-^^ 
benzoylamino } -4-rnethy Isulfai^l-butyric acid ; 
N-[(cis)-3-sulfanyl-pyrrol^ 
10 butyramide; 

(2^^-carbamoyl-2-({2«phenyl-5-[(cis)^-sulfanyl-pyrroIidin-2-ylmethy 
phenylcarbonyl}-amino)-butyric acid; 

(2S)-4-carbamoyl-2-( {2-phenyl-5-[(cis)-3-sul^iyl-pyrrolidin-2-ylmethyl)-amino]- 
phenylcarbonyl}-amino)-butyric acid methyl este* 
1 5 2K3-pyridyl)-N-(2,2-diphenyl-ethyl)^ acetamide; 
6-methoxy- 1 -oxido-N-(2,2-dipheny l-ethyl)-N-[(cis)-3-^lfanylpyrrolidin-2-ylmethyl]- 
pyridine-3-carboxamide; 
N^naphthyl-l-yl^thyl)-N-[(cis)^ 
6-methoxy- lK>xido-N-(naphthyM-yl^to^^ 
20 pyridine-3-carboxamide; 

(2SD-2-{2-benzyl-4-[(cis)-3-sulfanyl^ 
methylsulfanyl-butyric acid; 
(2S^2^2-methoxy-ethyl)-l-[(cis>3^^ 

(2S)-2- {2-ben2yl-5-[(cis)-3-sulfanylpyrrolidin-2-ylmethy l)amino]-benzoy t&mino } -4- 
25 methylsulfenylbutyric acid; 

(2^2-{2-benzyl-4-[(cis)-3-sulfan^ 
methylsulfanylbutyric acid; 
(2S)-2- {2-phenethyl-5-[(trans)-3-sulfanyl^^ 
methylsulfanylbutyric acid; 
30 (25^-2- {phenethyl-5-[(cis)-3-sulfan^ 
methylsulfanylbutyric acid; 
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(2^2-{2-bei^I-5-[(trans)-3-sulfanylpyiTolidin-2-ylmethylam 
njethylsulfanylbuiYric acid; 
QjP* (2^-2-{2-(pheneth^5-[(cis)-3-sulfanylpyrroiidin-2-yImeth^ 
methylsulfanylbutyric acid; 
5 (2S)-2-{2-(4-methylphenWthynyl)^ 

benzoylamino } -4-methylsulfimylbutyric acid; 
(2^-2-{2-benzyl-5-[(cis)-3-sulWylpyrrolidin-2-yImethylamin 
methylsulfanylbutyric acid isopropyl ester; 
(2^-2-{2-benzyM-[(cis)-3-sulfanylpwolidin-2-ylmethylam 
10 methylsulfanylbutyric acid methyl esteX 
(2^-2-{2-benzyM-[(trans)-3-sid^ 
methylsulfanylbutyric acid methyl ester; \ 
(2^-2-{2-benzyl-5-[(trans)-3-sulfany^ 
methylsulfanylbutyric acid methyl ester; \ 
15 (2^-2-{2-phenyl-5-[(trans)-3-siUfan^ 

methylsulfanylbutyric acid methyl ester; \ 
(2^-2-{2-phenyl-5-[(cis)-3-sulfanylpyrrolidin-2-ylmethylWino]-benzoy 
methylsulfanylbutyric acid methyl ester; \ 
(2S)-2-{2-benzyl-5-[(cis)-3-sulfanylpy 
20 methylsulfanylbutyric acid methyl ester; \ 

(2S)-2- { 2-(4-methy lphenethy l)-4-[(cis)-3 -sulfany lpy rrolidin-2-y imeihy lamino] - 
benzoylamino }-4-methylsuIfanylbutyric acid methyl ester; \ 
(2^-2-{2K4-methylphehylethynyl)^-[(cis)-3-sulfanylpyrrolidin-2 
benzoylamino}-4-methylsulfanylbutyric acid methyl ester, \ 
25 (2S)-2-(2-methoxyethyl)- 1 -[(cis)-3-sulfany Ipyrrolidin-2-y lmethy l)-4-(naphth\ - 
oyl)piperazine; \ 
(cis)-2-[N-isovaleryl-N-(2-(napth- 1 -yl)ethyl)aminiomethyl]0-sulfanylpyn-olidineK 
(cis)-2-[N-(3-pyridylacetyl)-N-(naphth- 1 -yI)ethyl)aminomethyI]-3-siUfanylpyrrolidme; 
(cis)-2-[N- 1 -oxido-6-methoxypyridin-3-ylcarbonyl) -N-(naphth- 1 -y l)ethyl)aminometHVl]-3- 
30 sulfanylpyrrolidine; \ 
(cis>2-[N-thiazol-5-y Icarbonyl) -N-(naphth- 1 -yl)ethy l)aminomethy lJ-3-sulfanyipyrrolidin^: 
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s,3 

m 



£3 



(2S^[2<4-fluorophenethyl)^[(cte^ 

ylmethyianuno)benzoylamino]^-methylsulfanyIbutyri acid; 
methyl (2S)^«[2^4-fluorophenethyl)^-[(cis)-3-sulfanylpyrrolidin-2- 
ylmethylamii^benzoylamino]^-methyIsulfanylbutyrate; 
5 (2S)-2-[2<4-flu^phenethylM-«^^ 

ylmethylamino)bei^yIamino]-5-methyte^ acid; 
(2£D-2-{2-Benzyl-5-[fl^3iy^^ 
methylsulfanylbutyric acid methyl ester ; 
(2^-2-{2-Benzyl-5-[([2F^^ 
10 methylsulfanylbutyric acid ; 
(2^-2-( {2-phenyl-5-[([2R,3R^^ 
amino)-4-methylsulfanylbutyric acid^methyl ester; 
(2S)-2-( {2-phenyl-5-[([2R,^ 
amino)-4-methylsulfanylbutyric acid; 
1 5 (2S)-2-( {3-[([2R,3R]-3 -sulfanylpyn-olidin-2-5dmethyl)-amino]-naphthalene- 1 -carbonyl } - 
amino)-4-methylsulfanylbutyric acid methyl este 
(2S)-2-({3-[([2R3R]-3-sulf^ 
amino)-4-methylsulfanyIbutyric acid ; 
(2^-2-( {-3 -phenyl-5 [([2&3^ 
20 amino)-4-methylsulfanylbutyric acid methyl ester; 
(2S-2-({-3-phenyl-5[([2&3I^ 
amino)-4-methylsulfanylbutyric acid; 

(2JL3]y-2-[{N-(4-methoxyte 
3-thiol ; 

25 N-(naphthalen-l -ylmethyl)-NK[2R^3R]0-sulfanylpynolidin-2-^ 
N-(raphthalen-l-ylmethyl^^ 
acetamide ; 

N<(2IL3R)-3-sulfanyl-py^ 
ethyl)butyramide ; 
30 N^[2R,3RJO-siilfanyl-pyrroUdin-2-ylmethyl)-N^ 
acetamide ; 
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(2R,3R)-2-{ [Q-Methoxypropyl)-(2-naphthalen- 1 -y!ethyl)amino]methyl }- pyrrolidine-3 -thiol; 



N-([2R a 3R]-3-sMfanyl-pyiTolidin-2-ylmethyl)-2<4-meth 
^Tj^TeAyl)-acetaniide ^ 

(2IL3R)-2-{[(2-(4-Nf^tooxypte methyl}- 
5 pyrrolidine-3 -thiol ; 

N-(2,2-Diphenyl-ethyl)-NXf2^ ; 
N-([2R3R]-3-sulfanyl-pyr^ 
butyramide ; 

N-(2,2-Diphenyl-ethyl)-N-(P^ 
10 butyramide ; 

(2^-2-{3-[([2R3EJ-3-sulfanyl-pyrroli^n-2-ylmethyl)-(3-methoxy 

benzoylamino } -4-methy Isulfanyl-butyric Tacid ; 
3 N-([2R,3jy-3-sulfanyl-pyrrolidin^ 
t butyramide ; 

J 15 (2^-4-carbamoyl-2-({2-phenyl-5-[([2R^3R]-3-siH|anyl-pyn*olidin-2-y 

S3 

1 phenylcarbonyl}-amino)-butyric acid; 

(2S)-4-carbamoyl-2-({2-phenyl^^^ 
3 phenylcarbonyl}-amino)-butyric acid methyl ester; 

I 2-(3-pyridyl)-N-(2,2-diphenyl-etty^ 
I 20 acetamide; 

6-methoxy- 1 -oxido-N-(2,2-diphenyl-ethyl)-N^ 

pyridine-3-carboxamide; 

N-(naphthyl- 1 -y l-ethyl)-N-([2IL3RJ-3-sulfanylpy 
carboxamide; 
25 6-methoxy-l K>xido-N-(naphthyl-N^^ 
pyridine-3-carboxamide; 

(2^-2-{2-benzyl^[([2R,3R]3-sulfanyl-pyiTolidin-2-ylmethyl^ 
methylsulfanyl-butyric acid; and 
(2^-2-(2-methoxy-ethylVM[2^ 
30 piperazine. 
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A pharmacetiti€alcomposition which comprises a compound according to mry.on© of 
claimj 1 and a pharmSceutically-acceptable carrier. 



10. 



A method 6 
treatment by admi 
the patient. 




lylation of mutant ras gene in a patient requiring such 
effective amount of a compound of the formula (I) to 



12. 



..compound according to any one of claims 1 to 8 for use as a medicament. 

A compound according to anj^oneTSFefaimsJ^ in the preparation of a 

medicament for treatment of a disease mediated through fanesylatiorvol 



10 




13. ^process for preparing compounds of the Formula I as defined in claim 1 which 
comprises deprole^ting a compound of Formula VI: 

_ ^Pr 2 



Formula VI 



,1 



; 7 wherein X represents the right hand side of ths^Formula I as defined in claim 1 , Pr is H or 

— • 2 

4 1 5 an amino protecting group, Pr is H or a thio protecting group and any functional groups in 
,3 X are optionally protected with the proviso that there is&Jeast one protecting group and 

optionally, if desired, converting the product thus obtained intoXpharmaceutically- 
acceptable salt thereof. 




